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IN IHE UNITED STATES PATENT AND TRADEMARK OFFICE 



ApplicatfOD at; 


Doganetal. 


GrottpNo.: 


1614 


Serial No.: 




Atty. Docket No.: 


53047-31628 




Pqbiuaty23.2002 






Fon 


Cariao^tterms and 
Methods of Use Thereof 


Examiberi 


Henley m, Raymonds. 



DECLARATION nirT>T» T^URA L. DTrr.AK 

UNDER 37 r.F.R.^ l.l:<l 
I, Dr. Laura L. Dugan, declare and state as follows: 

1. All of the statBtnents made hexdn of my own knowle<|ge are tme and all statements 
made on iolbrmatioD and belief are believed to be true. 

2. I am the first-named inventor of U.S. Patent AppUcationNo. 10/083^83 for 
CaiboxyfiiUerenes and Methods of Use Thereof filed Febmary 23, 2002 ("Patelit Application"). I 
am also a co-inventor on U.S. Patent 6,265,443 for Methods of Treating Neuronal Iiguiy with 
Caiboxytullerene (Choi etal). 



3. My current position is Professor, tany L. HiUWom Chair in Geriatric Medicine 
in the Division of General Medicine and Geriatrics at the Department of Medicine, Univeraity of 
California, San Diego. 
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4. He Patent Application incoiporates in it's entirety US. Patent 6^65,443 for Methods 
of Treating Neuronal Injiny with Caiboxyfullerene (Choi et al). Choi et al shows that 
C60(C(COOH)2)3 compounda are ef&ctive fiee radical sGBvengera (ie. can eliminate super- 
oxide radicals) and can reduce neuronal cell death in cultured cells treated witfi AMPA or 
NMDA. Choi et al also correctly states that other water soluble C60(C(COOH)2)n compounda 
widi n-1 or iii=2 are effective firee radical scavenges. 

5. Prior to the February 23, 2002 fihng date of the Patent Application, tdemonstrated that 
the carboxyfuUerene derivatives "C," (C60(C(COOH)2)3; malonic acid groups at the e;e;e 
positiona), "Penta-1.2» ( two stereoisomers of C60{C(COOH)2)2(C(CHCOOH); groups at the 

positions), "Telia's" ( fiiur stereoisomers of C6o(C(COOH)2)(C(CHCOOH))2; groups at 
the e.e.e positions), and «Cj-Ute" (four isomen of C60(C(CHCOOH))3: groups are in the e.e,e 
positions) exhibited eompaiable superoxide dismutase SOD activity (Exhibit Al to A3). The 
demonstration of superoxide dismutase activity of ffie " "Cj" , ''Penta", "Tetra's" and "Cj-lite" 
derivatives of caiboxyfullerene was accompUshed using methods that are fiiUy disclosed in the 
Patent Application. The "C» , "Penta", and "C^-lite" derivatives of carboxyfuUerene were also 
shown to reduce NMDA receptor toxicity, a form of neuronal cell death mediated by 
mitochondrial superoxide production (Exhibit A4 to Al 1) prior to the February 23, 2002 filing 
date of the Patent Application. The demonstration of reduced NMDA receptor toxicity of 
neuronal cells by the " "Q" , "Penta", 'Tetra's" and "Cj-Ute" derivatives of carfwxyfullerene 
was accomplished using methods that are ftdly disclosed in the Patent Application, which 
incoipomtes by reference US Patent No. 6,265, 443 to Choi et al. Smce the carboxy&llerene 
derivatives "C/\ "Penta", 'Tetras" and "Ci-lite" all exhibited SOD activity, since "Q", "Penta". 
and "Ci-Ute" all reduced NMDA receptor toxicity, and since "Cj" was shown m the Patent 
AppUcatlon to increase lifespan when administered to mice, one skilled in the art would have 
expected that all of these carfjoxyfullerene derivatives would also have had similar lifespan^ 
extending capabilities as «C," at comparable in vivo doses. It is therefore my beUef that 
additional carijoxyfiiUerene derivatives other than "C3» could have been used at the time of 
February 23, 2002 filing date of the Patent Application to obtain lifespan mcreases. 
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5 . I fiutho' declare that all statements herein made by my own knowledge are true and all 
statements made on infonnation and belief are believed to be true; and fiirtfaer that these 
statments were made with the knowledge that willful &lse statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United States 
Code and that such willful fUse statements may jeopardize the validity of the above-identified 
application. 




J^y jLa^ 2005 



-3- 



3160333 



PAG£4f15'RCVDAT8(11/200510:52:S7 AM [Eastern W 



